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DETAILED ACTION 

Claim Rejections - 35 USC §102 

The following is a quotation of the appropriate paragraphs of 35 U.S. C. 102 that form the 
basis for the rejections under this section made in this Office action: 

A person shall be entitled to a patent unless - 

(a) the invention was known or used by others in this country, or patented or described in a printed publication in this 
or a foreign country, before the invention thereof by the applicant for a patent. 

(e) the invention was described in a patent granted on an application for patent by another filed in the United 
States before the invention thereof by the applicant for patent, or on an international application by another who 
has fulfilled the requirements of paragraphs (1), (2), and (4) of section 371(c) of this title before the invention 
thereof by the applicant for patent. 

The changes made to 35 U.S. C. 102(e) by the American Inventors Protection Act of 1999 
(AIPA) and the Intellectual Property and High Technology Technical Amendments Act of 2002 
do not apply when the reference is a U.S. patent resulting directly or indirectly from an 
international application filed before November 29, 2000. Therefore, the prior art date of the 
reference is determined under 35 U.S.C. 102(e) prior to the amendment by the AIPA (pre- AIPA 
35 U.S.C. 102(e)). 

Claims 1-4, 14, 24, 25, and 45-53 rejected under 35 U.S.C. 102(a,e) as being anticipated 
by Slugg et al (US 2004/0005358 hereafter '358). 

The '358 patent teaches a combination formulation comprising bioactive that treat 
diabetes and associated disorders [0026]. The combination comprises metformin HC1 and a wide 
variety of active agent included ACE inhibitors, statins, and fibrates such as lovastatin, enalapril, 
fenofibrate and verapamil [0135-0168, claim 38]. The combination formulation is in the form of 
coated beads that are loaded in the capsules [0038], liquids suspensions [0040]. The 
combination can have separate releases for each drug with one drug being an immediate release 
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and a second drug being prolonged of longer release [Example 5]. Regarding the kit limitation, 
since the claim does not recite any further structural limitation other kit other than the 
composition of the drugs, it is the position of the Examiner that the kit limitations have been met 
by the '358 patent since it fully discloses a combination formulation comprising at least 
metformin and another active agent such as verapamil. Regarding the specific pharmokinetics of 
each dosing portion it the position of the Examiner that since these limitation lack any structural 
elements such as polymer content or disposition, concentrations or ranges, ratios or dosage form, 
they are merely functional imitations that are met by Example 5. Example 5 teaches a 
combination formulation comprising an immediate release portion and a prolonged release 
portion; these disclosures meet the limitations of the claim. 

For these reasons the claims are anticipated. 

Claim Rejections - 35 USC § 103 

The following is a quotation of 35 U.S.C. 103(a) which forms the basis for all 
obviousness rejections set forth in this Office action: 

(a) A patent may not be obtained though the invention is not identically disclosed or described as set forth in 
section 102 of this title, if the differences between the subject matter sought to be patented and the prior art are 
such that the subject matter as a whole would have been obvious at the time the invention was made to a person 
having ordinary skill in the art to which said subject matter pertains. Patentability shall not be negatived by the 
manner in which the invention was made. 

The factual inquiries set forth in Graham v. John Deere Co., 383 U.S. 1, 148 USPQ 459 
(1966), that are applied for establishing a background for determining obviousness under 35 
U.S.C. 103(a) are summarized as follows: 

1 . Determining the scope and contents of the prior art. 

2. Ascertaining the differences between the prior art and the claims at issue. 

3. Resolving the level of ordinary skill in the pertinent art. 

4. Considering objective evidence present in the application indicating obviousness 
or nonobviousness. 
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Claims 1-7, 14, 25, 35, and 45-53 rejected under 35 U.S.C. 103(a) as being unpatentable 
over the combined disclosures of Slugg et al (US 2004/0005358 hereafter '358) in view of Lewis 
et al (WO 00/28989 hereafter '989). 

As discussed above the '358 patent discloses a combination formulation comprising 
metformin and a second active agent. The formulation discloses that the combination can 
comprise a mixture of immediate release and prolonged release portions in the same dosage unit 
(Example 5). The reference however does not exemplify metformin in this capacity, however it 
would be obvious to substitute the drug into the prolonged release portion as seen in the '989 
patent. 

The '989 patent discloses a multilayered tablet comprising metformin and 
thiazolidinedione (abstract). The thiazolidinedione is pioglitazone present in concentrations 
from 15-45 mg (col. 4, lin. 5-30, ad page 5, lin. 5-8). The metformin is present in an amount of 
at least 500 mg (Examples). The layers are formed via conventional tabletting wither the non- 
biodegradable polymers are mixed with the metformin in a concentration above 35%, 
specifically 138% of the concentration of the metformin in the layer (page 3, lin. 20-22, Example 
4). Metformin is present in a concentration 58% of the total dosage form (Example 4), where 
pioglitazone can be present in an amount of at least 10%, since 4mg of compound (I) 
corresponds to at least 10 mg of pioglitazone. The metformin layer comprises inert non- 
biodegradable includes methacrylic acid copolymers such as Eudragit L and RS powders, along 
with cellulose derivatives resulting in an extended release profile (col. 3, lin. 6-18). The tablet 
further comprises diluents, bulking agents such as lactose, and lubricants such as magnesium 
stearate (pg. 8, lin. 26-36). The tablets are formed using traditional tabletting techniques 
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(Examples). The polymer can also comprise a mixture of multiple polymers such Eudragit L, 
Eudragit RS and polyvinylpyrrolidone, present in a ratio of about 1 :4. 6:0.1 (Example 4). It 
would have been obvious to substitute the metformin in a prolonged release portion as seen in 
the '989 patent in order provide prolonged insulin delivery for overnight treatment. 

With these things in mind it would have been obvious to combine the prolonged release 
layer of metformin found in the '989 patent into the combination formulation of the '358 patent 
in order to provide an immediate insulin drop and a prolonged treatment for overnight treatment. 
The inclusion of a prolonged metformin portion to a combination therapy is an obvious design 
choice as seen in the '989 patent and would have resulted in a layered formulation comprising 
metformin and another drug useful for treating associated diabetes disorders. 

Correspondence 

Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to MICAH-PAUL YOUNG whose telephone number is (571)272- 
0608. The examiner can normally be reached on Monday-Friday 8:00-5:30; every other Friday 
off. 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Michael G. Hartley can be reached on 571-272-0616. The fax phone number for the 
organization where this application or proceeding is assigned is 571-273-8300. 
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Information regarding the status of an application may be obtained from the Patent 
Application Information Retrieval (PAIR) system. Status information for published applications 
may be obtained from either Private PAIR or Public PAIR. Status information for unpublished 
applications is available through Private PAIR only. For more information about the PAIR 
system, see http://pair-direct.uspto.gov. Should you have questions on access to the Private PAIR 
system, contact the Electronic Business Center (EBC) at 866-217-9197 (toll-free). If you would 
like assistance from a USPTO Customer Service Representative or access to the automated 
information system, call 800-786-9199 (IN USA OR CANADA) or 571-272-1000. 



/Michael G. Hartley/ 

Supervisory Patent Examiner, Art Unit 1618 
/MICAH-PAUL YOUNG/ 
Examiner, Art Unit 1618 



